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ACYCLOVIR- DECISION TREE 

ACYCLOVIR IS AVAILABLE FOR PARENTERAL USE, AND AS 200 MG 
CAPSULES AND 800 mg TABLETS. 

TOP LEVEL TEXT 

DOSAGE RECOMMENDATION 

THE DOSAGE OF ACYCLOVIR RECOMMENDED FOR THIS PATIENT 
(CONDITION) IS (DOSE) mg (ROUTE) (FREQUENCY). (INTRAVENOUS 
ADMIN) (SWITCH) (DURATION) (DIALYSIS STATEMENT) 

(RENAL FAILURE DOSE) 

(SPECIAL STATEMENT) 

RESISTANCE TO ACYCLOVIR IS BEING SEEN AMONG ISOLATES OF 
HERPES SIMPLAX VIRUS AND VARICELLA-ZOSTER VIRUS. THESE 
ISOLATES WOULD BE EXPECTED TO BE RESISTANT TO GANCICLOVIR 
AS WELL, BUT MAY BE SUSCEPTIBLE TO VIDARABINE AND 
FOSCARNET. 

PHARMACOLOGY 

ACYCLOVIR IS AN ANTIVIRAL AGENT WHICH IS CONVERTED 
INTRACELLULARLY TO ACTIVE ACYCLOVIR TRIPHOSPHATE. 
ACYCLOVIR TRIPHOSPHATE INTERFERES WITH VIRAL DNA SYNTHESIS 
AND INHIBITS VIRAL REPLICATION. 

ACYCLOVIR IS USEFUL IN THE TREATMENT OF INFECTIONS DUE TO 
HERPES SIMPLEX VIRUS AND VARICELLA-ZOSTER VIRUS. 

RESISTANCE TO ACYCLOVIR IS BEING SEEN AMONG ISOLATES OF 
HERPES SIMPLEX VIRUS AND VARICELLA-ZOSTER VIRUS. THESE 
ISOLATES WOULD BE EXPECTED TO BE RESISTANT TO GANCICLOVIR 
AS WELL, BUT MAY BE SUSCEPTIBLE TO VIDARABINE AND 
FOSCARNET. 

PHARMACOKINETICS 

THE BIOAVAILABILITY OF ACYCLOVIR IS POOR, RANGING FROM 15 TO 
30%. 

THE PLASMA PROTEIN BINDING OF ACYCLOVIR AVERAGES 15%. 

THE VOLUME OF DISTRIBUTION AVERAGES 0.7 L/kg IN PATIENTS WITH 
NORMAL RENAL AND HEPATIC FUNCTION. (RENAL Vd) (ens 
PENETRATION) 

PLASMA CLEARANCE OF ACYCLOVIR RANGES FROM 3.0 TO 4.7 
ml/min/kg IN PATIENTS WITH NORMAL RENAL AND HEPATIC FUNCTION. 
(RENAL CI) 
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THE ELIMINATION HALF LIFE IN PATIENTS WITH NORMAL RENAL AND 
HEPATIC FUNCTION RANGES FRO 2 TO 3 HOURS. (RENAL HALF LIFE) 

RENAL EXCRETION IS THE MAJOR ROUTE OF ELIMINATION OF 
ACYCLOVIR WITH 70 TO 80% EXCRETED UNCHANGED VIA 
GLOMERULAR FILTRATION AND TUBULAR SECRETION, 

THE ONLY SIGNIFICANT METABOLITE THAT HAS BEEN ISOLATED IS 9- 
CARBOXYMETHOXYMETHYLGUANINE WHICH ACCOUNTS FOR 9 TO 14% 
OF AN ADMINISTERED DOSE AND IS NOT ACTIVE. 

(LIVER PKS) 
(DIALYSIS PKS) 
FILL IN TEXT 

* DOSES ARE CALCULATED AS mg/kg AND ROUNDED TO THE NEAREST 
25 mg. EG: 10 mg/kg X 73 kg= 730 mg ROUNDED TO 725 mg. 

CASE: 71-74 

DOSE, 10 TO 12 mg/kg 
ROUTE: INTRAVENOUSLY 
FREQUENCY: EVERY 8 HOURS 

CASE: 75-76 

DOSE: 10 TO 12 mg/kg 
ROUTE: INTRAVENOUSLY 
FREQUENCY: EVERY 12 HOURS 

CASE: 77-78. 

DOSE: 5 TO 6 mg/kg 
ROUTE: INTRAVENOUSLY 
PREQUENCY: EVERY 12 HOURS 

CASE. 79-84 FIG. 16 

DOSE: 5 TO 6 mg/kg 
ROUTE: INTRAVENOUSLY 
FREQUENCY: EVERY 24 HOURS 



CASS: 1-4 



DOSE: 5 mg/kg 

ROUTE: INTRAVENOUSLY 

FREQUENCY: EVERY 8 HOURS 

CASE: 5.6. 

DOSE: 5 mg/kg 

ROUTE: INTRAVENOUSLY 

FREQUENCY: EVERY 12 HOURS 

CASE: 7.8. 

DOSE: 5 mg/kg 

ROUTE: INTRAVENOUSLY 

FREQUENCY: EVERY 24 HOURS 

CASE: 9-14 

DOSE: 2.5 mg/kg 

ROUTE: INTRAVENOUSLY 

FREQUENCY: EVERY 24 HOURS 

CASE: 15-18,29-32. 

DOSE: 200 

ROUTE: ORALLY 

FREQUENCY: FIVE TIMES A DAY 

CASE: 19-28,33-42. 

CASE:200 
ROUTE: ORALLY 

FREQUENCY: THREE TIMES A DAY 

CASE: 85-88 

DOSE: 800 

ROUTE: ORALLY 

FREQUENCY: FIVE TIMES A DAY 

CASE: 89-92. 

DOSE: 800 
ROUTE: ORALLY 
FREQUENCY: EVERY 8 HOURS 



CASE: 93-98 



DOSE: 800 
ROUTE: ORALLY 
FREQUENCY: EVERY 12 HOURS 

CASE: 113-116. 

DOSE: 200 TO 800 

ROUTE: ORALLY 

FREQUENCY: FIVE TIMES A DAY 

CASE: 117-120. 

DOSE: 200 TO 800 
ROUTE: ORALLY 
FREQUENCY: EVERY 8 HOURS 

CASE: 121-126. 

DOSE: 200 TO 800 
ROUTE: ORALLY 
FREQUENCY: EVERY 12 HOURS 

CASE: 99-102. 

DOSE: 5 mg/kg TO 12 mg/kg 
ROUTE: INTRAVENOUSLY 
FREQUENCY: EVERY 8 HOURS 

CASE : 103-104. 

DOSE: 5 mg/kg TO 12 mg/kg 
ROUTE: INTRAVENOUSLY 
FREQUENCY: EVERY 12 HOURS 

CASE: 105-106. 

FIG. 18 

DOSE: 2.5 mg/kg TO 6 mg/kg 
ROUTE: INTRAVENOUSLY 
FREQUENCY: EVERY 12 HOURS 



CASE: 107-112- 



DOSE: 2.5 mg/kg TO 6 mg/kg 
ROUTE: INTRAVENOUSLY 
FREQUENCY: EVERY 24 HOURS 

CASE: 43-46 

DOSE: 400 mg 
ROUTE: ORALLY 
FREQUENCY: TWICE DAILY 

CASE: 46-56 

DOSE: 400 mg 
ROUTE: ORALLY 
FREQUENCY: ONCE DAILY 

CASE: 57-60 

DOSE: 12 mg/kg 

ROUTE: INTRAVENOUSLY 

FREQUENCY: EVERY 8 HOURS 

CASE: 61 -62 

DOSE: 12 mg/kg 

ROUTE: INTRAVENOUSLY 

FREQUENCY: EVERY 12 HOURS 

CASE: 63-64 

DOSE: 6 mg/kg 

ROUTE: INTRAVENOUSLY 

FREQUENCV: EVERY 12 HOURS 

CASE: 65-70 

DOSE: 6 mg/kg 

ROUTE: INTRAVENOUSLY 

FREQUENCY: EVERY 24 HOURS 



CASE: 1.2.57.58.71.72.99.100. 

INTRAVENOUS ADMIN: ACYCLOVIR SHOULD BE ADMINISTERED OVER 
ONE HOUR AND THE PATIENT SHOULD BE ADEQUATELY HYDRATED TO 
PREVENT CRYSTALLIZATION OF ACYCLOVIR IN THE RENAL TUBULES. 

CASE: 3-14.59-70.73-84.101-112. 

INTRAVENOUS ADMIN: ACYCLOVIR SHOULD BE ADMINISTERED OVER 
ONE HOUR AND THE PATIENT SHOULD BE ADEQUATELY HYDRATED TO 
PREVENT CRYSTALLIZATION OF ACYCLOVIR IN THE RENAL TUBULES. 
THIS IS ESPECIALLY IMPORTED IN THIS PATIENT WITH DECREASED 
RENAL FUNCTION. 

CASE: 1-42 

CONDITION: WITH A HERPES SIMPLEX INFECTION 

DURATION: THERAPY SHOULD BE CONTINUED FOR ABOUT 10 DAYS 

DEPENDING ON THE NATURE AND SEVERITY OF THE INFECTION. 

CASE: 43-56 

CONDITION: REQUIRING PROPHYLAXIS AGAINST HERPES SIMPLEX 
INFECTION 

CASE: 57-70 

CONDITION: WITH HERPES SIMPLEX ENCEPHALITIS 

DURATION: THERAPY SHOULD BE CONTINUED FOR ABOUT 10 DAYS OR 

LONGER DEPENDING ON THE NATURE AND SEVERITY OF THE 

INFECTION. 

CNS PENETRATION: RATS TREATED WITH ACYCLOVIR, 25 mg/kg 
GIVEN SUBCUTANEOUSLY, DEMONSTRATED PEAK BRAIN TISSUE 
CONCENTRATION AT 20 MINUTES TO ONE HOUR WHICH WERE 30% OF 
CONCURRENT BLOOD CONCENTRATIONS. 



CASE: 71-84. 

CONDITION: WITH A VARICELLA- ZOSTER INFECTION 

DURATION: THERAPY SHOULD BE CONTINUED FOR ABOUT 7 TO 10 

DAYS DEPENDING ON THE NATURE AND SEVERITY OF THE INFECTION. 

CASE :99-126 

CONDITION: WITH A VIRAL INFECTION 

DURATION: THERAPY SHOULD BE CONTINUED FOR ABOUT 10, 
DEPENDING ON THE NATURE AND SEVERITY OF THE INFECTION. 



FIG. 20 



CASE: 5-14,19-28, 33-42, 47-56, 61-70, 75-84, 89-98, 103-112, 117-126 

RENAL FAILURE DOSE: BECAUSE ACYCLOVIR UNDERGOES RENAL 
ELIMINATION, THE NORMALLY RECOMMENDED DOSE HAS BEEN 
ADJUSTED FOR THIS PATIENT'S RENAL DYSFUNCTION. 

CASE: ALL EVENS 

LIVER pks: THERE ARE NO DATA ON THE PHARMACOKINETIC 
DISPOSITION OF ACYCLOVIR IN PATIENTS WITH LIVER DISEASE, 
HOWEVER, LITTLE ALTERACTION WOULD BE EXPECTED. 

CASE: ALL EXCEPT 1,2,15,16,29,30,43,44,57-58,71,72,85,86,99,100,113,114 

RENAL vd: A SLIGHT BUT SIGNIFICANT DECREASE EXISTS FOR PATIENTS 
WITH RENAL IMPAIRMENT AVERAGING 0.59 L/kg (ASSUMING 70 kg BODY 
WEIGHT). 

RENAL CI: IN PATIENTS WITH END STAGE RENAL DISEASE THE PLASMA 
CLEARANCE DECREASES TO APPROXIMATELY 0.4 ml/min/kg. 

RENAL HALF LIFE: IN PATIENTS WITH END STAGE RENAL DISEASE THIS 
INCREASES TO APPROXIMATELY 20 HOURS. 

CASE. 11,12,25,26,39,40,53,54,67,68,81,82,95,96,109,110,123,124 



DIALYSIS pks: ACYCLOVIR PLASMA CONCENTRATIONS ARE REDUCED 
APPROXIMATELY 60% FOLLOWING 6 HOURS OF HEMODIALYSIS. 
DIALYSIS CLEARANCE MEASURED 82 ml/min AND THE HALF LIFE 
DECREASED FROM 20 HOURS OFF DIALYSIS TO APPROXIMATELY 6 
HOURS WHILE ON DIALYSIS. 

DIALYSIS STATEMENT ACYCLOVIR IS DIALYZED BY HEMODIALYSIS. 
DOSES SHOULD BE SCHEDULED TO FOLLOW DIALYSIS SESSIONS OR 
SUPPLEMENTAL DOSES EQUIVALENT TO THE MAINTENANCE DOSE 
SHOULD BE GIVEN. 

CASE: 13,14,27,28,41 ,42,55,56,69,70,83,84,97,98,1 1 1 ,1 12,125,126 



DIALYSIS pks: IN PATIENTS MANAGED WITH CONTINUOUS AMBULATORY 
PERITONEAL DIALYSIS (CAPD), THE DIALYSIS CLEARANCE RANGES 
FROM 3.6 TO 4.4 ml/min WITH 10 TO 12% OF A DOSE RECOVERED IN THE 
DIALYSATE OVER 24 HOURS. 



FIG. 21 



CASE: 1-14,57-70,71-84,99-112 

SWITCH: ONCE THE PATIENT IS STABLE AND ABLE TO TOLERATE ORAL 
MEDICATIONS ORAL THERAPY MAY BE SUBSTITUTED TO COMPLETE 
THERAPY. 

SPECIAL STATEMENT: 
CASE: 57-70 

ACYCLOVIR IS MORE EFFECTIVE AND LESS TOXIC THAN VIDARABINE 
FOR HERPES SIMPLEX VIRUS ENCEPHALITIS. 

CASE: 29-42 

FOR GENITAL HERPES SIMPLEX VIRUS INFECTIONS, ACYCLOVIR IS 
EFFECTIVE IN TREATMENT OF PRIMARY INFECTION TO REDUCE 
DURATION OF PAIN, NEW LESION FORMATION, AND VIRAL SHEDDING, 
THERE IS ONLY MODEST BENEFIT IN THE TREATMENT OF RECURRENT 
HERPES SIMPLEX EPISODES WITH SHORTENING OF LESION DURATION 
BY ONLY 24 TO 48 HOURS. 

CASE: 43-56 

PROPHYLACTIC TREATMENT WITH ACVCLOVIR IS USEFUL IN 
IMMUNOCOMPROMISED PATIENTS AND PATIENTS WITH FREQUENT 
AND SEVERE REOCCURANCES. 

CASE: 71-98 

VARACELLA-ZOSTER INFECTIONS ARE MORE SERIOUS IN 
IMMUNOCOMPROMISED HOSTS. FOR PRIMARY VARICELLA-ZOSTER 
INFECTIONS IN IMMUNOCOMPROMISED HOSTS, TREATMENT WITH 
INTRAVENOUS ACYCLOVIR REDUCES THE INCIDENCE OF VARICELLA- 
ZOSTER VIRUS PNEUMONIA. FOR REACTIVATION OF VARICELLA- 
ZOSTER VIRUS IN IMMUNOCOMPROMISED PATIENTS, ACYCLOVIR 
DECREASES THE INCIDENCE OF SEVERE PROGRESSION OF DISEASE 
(VISCERAL OR SEVERE CUTANEOUS DISSEMINATION) WHEN GIVEN 
INTRAVENOUSLY. IN NORMAL SUBJECTS ORAL ACVCLOVIR 
DECREASES THE INCIDENCE OF EARLY PAIN BUT NOT THE INCIDENCE 
OF SEVERE POSTHERPETIC NEURALGIA, AND REDUCES DURATION OF 
THE RASH. OPHTHALMIC VARICELLA-ZOSTER WARRANTS TREATMENT 
WITH ACYCLOVIR GIVEN THE ASSOCIATED MORBIDITY. 



FIG. 22 



